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u m m at =t* 



1/5M 



J.^" — *t£S#JiT^^#4t^4£^ (B) , — *t*£ (D) , 

^-Mt'HI-^ t^a^ (C) (D) &m 1 tfim#L&J$L£- , y % soon. 

£J8MM£B*. £.-&^:JM*f#- £-fi\>iH*ito* **ti&^#J^ ftteftm 

J.|>'— #i&t)^Titf^X#4&Jft: (2R,3R) - 1 -^f^-iLS-^-p- 
'f - 2 - - & - 3 - . (1RS,3RS,6RS) - 6 - — *p4MUk 
f ^ - 1 - (3 - f fL^^-S^)- - 1,3 - — Sf-, (1R,2R) - 3 - (2 - 

IMSIS£8&> |U^*^> 2fc(f&)i5*ifr&S&* 
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U m W M ^ M2/5M 



IMfc ^ # 3^4b (C) 
(C) #jM£te**^*J*JI*ttai^*r. 
Zj}$ (C) ¥}$~fkM-'y% 

1-15T7T. 

13. 1-12 ^<Kr£«, ^ftfajk^, J.^— # 

14. *M&£U'J^;£ 13 i##J3!, ^fii-*fr (D) 

15. *MMsuN*4*- 1~14 ^tf#J^, **MME--f » /3fi££a^ 

(ttl) (C) #*>tt-x£ (D) ^^#*JM4LSe.tf}*rHi5^^ J.!>" 500 N # 

16. 4M&*5U'JJ^ 1~15 ^^^-J^, jt&fc&T, 

(c) te&Tm&Mm&j&^-t, vx3->y 20wt.%^*^, ^ 

35 - 99.9 wt.%<# , # 35'J >fc ^ 50 wt.%^t^:^| , # 

17. ;*M££U'J^;£ 1-16 ^#£>J32, *#4ME.-f , /^iH^'fet 

18. #.4t^'J^^i7^^J^, g-ftfa&T, mma.fr ( C ) 
Ibl^- (D) i£&i!^iMMUM|-&L^. 

19. ^M££U'J^#- 1-18 35iKr#]M, , J.^— # 

20. #.^^^J^^- 1~19 ^##>m, 

21. *M£;fc*J^^ 1-20^— Jftiftftm, 
y—^^ftmVife-fyiJfc (B) tft^T^i&^M^ (a) ~ (f) : 
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U m W M ^ H3/55I 



(c) 

(d) ^MfceMW, 

(e) 3.>y— ftft%J9imMtflg.ft, 

(f) i;Jr— ^MME". 

23, #-^^'J^-^ 21 22 tf*»J3U -&#4Mt.iS #T 

i£&L^ (a) m$Mt\^^y—ft^&jfc^&ft— ft ftts.fr* 

>y— *ti&£j»XT#^#f§4&: ^ (*L#0 > Asari^^ Wt^f ( 

25, *Mfe£uf'J,g-#- 23 3l:#-*Uf']*jfc 24 tf*»J3!, -&4MiE£-f, #T 

26, *M£;tMiJ^i£ 23 ~ 25 3f#a»JM, %*ftfe&^T, 

¥j£zfr %M.!y --ft i&&MT#J is.fr: ft flt^*; 
-J 1 *-^; P -A^Sfc; 3fl->&15 |£*fr^'lM s -ft & 

&i$L&&frffi^ft®\#jW>&%l . 

27, #.^*L^J^^ 21-26^—^^^^, 4t-4HME.-f. ^f^JL^ 
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U m W M ^ H4/551 



4ft#4l*i&£f*M- (Avicel® RC 591) . H¥^.£f££ift#J (Blanose®, 
CMC - Na C300P®, Frimulsion BLC - 5®, Tylose C300 P® ) . %Lft 
*frg£ ( Carbopol® 980 NF, Carbopol® 981 ) . $ J-^^J®- ( Cesagum® 
LA - 200, Cesagum® LID/150, Cesagum® LN - 1 ) . 
¥$L$Lm. ( Cesapectin® HM Medium Rapid Set ) . M Jfc If 3l ( C 

* Gel 04201®) . >&^gMi*) ( Frimulsion ALG ( E401 ) ®) . 

( Frimulsion BM®, Polygum 26/1 - 75® ). $L$L'h M 5L%-M-( Frimulsion 
D021®) . MtefaWHl* (Kelcogel F®, Kelcogel LT100® ) . 

-f-fl-fef-^IMi ( Meyprogat 150® ) . Ig-fr^jfr ( Polygum 43/1® ) . ft 
#—8^-5-6 Bfcifc ( Protanal - Ester SD - LB® ) , &tyfc 
&L¥*. fafrm. (Vidogum SP 200®) . j£ # £ St 5C £.J?£. 

( K1A96 ) frirfem. ( Xantural 180® ) . 

28. *M££U'J^-^21 ~27 4f— 3&ifim-$l, ^i&fefc^-, PJrHL&fr 

(C) %£.!y—ft&fift#/J$&&M. 

29. #.#^^-^.21-28^— iRififtm, WHLiJLfr 

(d) $L*±M&1-*±fa fe*fi¥l— ft fr, QL&^ 
m. fr*± fotfk.fr I W+r^r. 

30. #M&£U'JJ^21 ~29££— JfttfjMM, #r tiLfB.fr 

(e) $j%L>y— JiT*******. 

31. 21 ~ 30 ^6fr#J^, tffiiUB.^ 

(f) U*T 4$^-*-: ^^>&, 

32. ##^'J^-^21~31^— ^^^'J^, /if 

(A) JMiL^ (c) ^WiS, (d) #*/JL (f) ££jSJjL^$, #.*&xMT 

jL-*£-*grJ& , £-t#'&&^ (1H ) (A) -SMt-fJ.;*— ^t^#-/G (X) 
faiJLfr (c) (d) ?fp/j& (f) ^-^-f^.^— #i2.i^7t (Y) t> # 

JL^/9fii.^J^*.iL^^J5Bt, JE.Jf>7L (Y) ^¥]U.fr (c) (d) 

33. — ^t^^^L^^if']^-^ 1~32 4£— 3f##JS!#>5r$*-, 
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U m W M ^ H5/55I 



(1) #£JL^ (A) > (C) . &i& (B) (D) i*;SU£-ifc# 

(f) #-^-^^a>V^^L^ (C) (D) >&^, 

(1) iti±^.^o#^^7, ##;#^&#>&^4&#^^M#- (A) , 
(C) . (B) (D) ^^il^.id#^t^^^^^4fe»a^^ 

i&^£6^iL^ (a) ~ (f) ^3L^4feA^^AM*IA, 

(3) ^L*.jftj.ijria^ (C) «^4t4b < ^4utjK.4r4iRl. #A«>*] 

&Mf#^^T 5 jLJ-^^J^^S(Lib J.!>- 500N ^^f^^t^^jh, 
37. MM, *iti±^-^^'JJ|-^33~36— ^^4r^^^F^>*-^#. 
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(opioid) ^it&fttfj (A) , 

(D) , ^^^^t^JL^ (C) Jl^ (D) tf]m$L&£L£-!y% 
SOON, >ffci& 750N„ 

*M&^JC93, ^# &i%i=j^!y--^ 

##JA, 1^(1 R,2R) - 3 - (3 - ^ - 1 - 

^E.i^2ft^*J*i3JiSLB^5i.f-^^tfeAiJ5i^^^«. (kick) J^-faK. 

i&/iJ:#4MiH^^, ?P is^^- ",%;t" (rush) . 
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VL m 1? H2/2751 



ftl&it&ft, US - A - 4,070,494 4£tfe#TJ#jlM**J^>^5>)#ri£ 
^^fi"WO 95/20947 ^ #} £ M; X M&T£zfotf}jr& , Utt ffi 

WO 03/015531 A2/^^fT ^— ^7>&, IS* EFit f J^^iSSS:^ . ^.^#f 
^ (tamper) ,*7#;&. rfj -f l^jh^^I &4tm f #] M 

ft) fr>J><®\ ft] Q t # /9r*£#4?l#'J ^ tb^a , #>] ig-SBi^ naltexone 

^ o 

( tb&$L&%7&M4t&%i&#%T!k%>, tb^SMaK S£isL;fgt) (A) 

^^A*K&A&^^4fc (C) , &&$L>y— 

4££#$lJ3m#b;ft (B) , fri&M.y— (D) , ^^Mt+fr^t^L^ 
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VL m 1? H3/2751 



(C) (D) tfm^&J^%£-!y SOON, tf-sfc.!.^ 750N. 

(C) (D) , fa&&M&ftMM5&M.-* & &fam&&J$L 

#J.^ 500N, ^i^^^- 750 N tfttMrn, &3±'$#L7?&3t4tti f jm-Qfltl 

m ± m ^ -f ± a # ^- a i§) *M»*b , ^- e* & # 

-fcl:**, ^^f- Alan F. Casy "Opioid Analgesic's" , 1986X1, 

##JA^ 508-518 ^, Plenum Publishing Corporation, H. Buschmann 
¥j "Analgesics" , 2002 % 111 ~ 245 , WILEY - CHF ^ Elmar 
Fiedrics ^-^^ "Ullmann's Encyclopedia of Industrial Chemistry" , 

%6j&L, %1~53K, WILEY- VCH + ft #F**bJf. #^J^^*t^T 
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VL m 1? 



$LM: N - (1 - [2 - (4 - ZJj. - 5 - ft,>ft - 2 - W«k«fr - 1 - ^) ^ J.] - 4 
- ^^^f^-4-^^J.}^Sb^#:j^(propionanilide) ( KT^iUL K 

#^^^:> m&?7L. 4c^M.T> i^L^#^:> t*-*MK ^j*^.#> 

17 - *f S - 4,5 a - - 7 a [(S) - 1 - - 1,2,2 - JL - 

- 6 - T**^ - 6,14 - ftM ~ - 3 - g| ( T^"^ 

#) . ^r^.#i^, -f&^Jh. lULte^ (-)-T^-[3P - ^T^.^ 

i-2p(laH,5aH)-«tM ( *T^£1 ) , 4,5 a - Sfr^ - 3 - f 
ft,^ - 17 - *f ^ - 7 - ( morphinen ) - 6 a - ( ^T#® ) > -^fl 

M.^*^ (+) - (1 - - 3 - ¥ - 2 - T^-l 

( diamorphone ) , 4,5 a -Sffl-3- f fLJ~-17- f|.-6a 
(^a-*r#S ) > 4,5a -^#u-17- f J, -3,6a - "J^^i^ ( 
#) , dimephetamoK ^-¥*£.T> "Sj^Tffi^ J&E^Sfl, 

- fL*-%#S3> tiLfaVL^. £>Jt:#> Z^T^T. 4,5a - J£fL-3- Z^.g. 

- 17 - f - 7 - - 6 a - m ( Zj^^Y ) * 4,5 a - £f 
f^-7a -(1-^^-1- fiTi)-6 - TfL^-17- f^-6,14- j*J 
32 - ~ ~ 3 - . N-(l- 
^Zj^- 4-^*&&.)ftWL^^m > ^r^@> 4,5a-i^-3 

- - 17 - ¥ L - 6 - "J^^lS*! ( iLTS^I ) > 4,5a - - 3 - 
-17- f^-6-^#^g^ ( ^/fb'^Si ) > &*fc^"XL. ^r^yym. 0i 

l-[4-(3-|£Jj^)-l- ¥*-4-^<?t^]-l- ^ 
86 ( ^L^b^S^ ) > (3S,6S) - 6 - tf.3MUS- " 4,4 - SL^L^fc - 3 - ^ 
gfcBH (A^Z^St^;^) > ( - ) - 6 - ^L-iL^ - 4,4 - - 3 - 

,£86 (^JU^BS) > (-) - 17- f^-3-"5,^^B| (*Jf «SO > 
#£t> levoxemaciiu ^^iUL, ^^t, 2 - - 2 - ft£.JL3k f ^ 
¥ B£ BH , ^^"ffeS^ ^U^Bfl. metapoiu 

3 - f^&^JL. 4 - 4,5a - Sffu - 17 - f ^ - 7 - - 

3,6a -~B| ("■%#) . - 6- $j ^^#> nalbuphene> 

# ),4,5a-S^fL-14-^^-3- ffLS--l7- f - 6 - *%#i£S8( 



io 



200580029236. 7 



VL m 1? M5/27M 



^p^(-SI-j^). H%&&, 1,2,3,4,5,6 -^riL- 6,11- — fjfe.-3-(3- 
f ^-2-T*M~)-2,6-iDL¥ L-3-^#"Y^0 -8-g# (*4fc*f ) . 
Z^-(l - f *.-4-^i.-4-^^^^it) (^#*£) . 
phenomorphane. ##|5>(£^ 3p3&#J^ ^r^5t> ^ftT^. 1' - (3 - 
JUS, - 3,3 - — 3^^)[1,4' - ^i^] - 4' - ( ) , M- 

^JHk — ^^^SL. + > ¥.&{3-[4- ¥fl$L^.- 

4-(N-;£J^ISM^)^^^l~]^g^ (Sfc^iUL) > N-{4-f^ 
^ f ^ - 1 - [2 - (2 - ^«^^) ZL^] - 4 - ^*5t&} ^ gfc#;£Ji5=- ( 

fa) . Z^(2- — 1-^^-3- l-%L&Lffi) (msL 

JlfciC^iUU . jO£3Mi^ (1R,2R,4S) - 2 - (— 

£-) , F&-4-(*J-- H^fL^)-l-(f«J - T^^"^^)^ R,2R) 

- 3 - (2 - ^T-S-i^T^ ~ (1 S,2S)-3-(3-— 

^ - 1 - -2- - ^^)3£g^ (2R,3R) - 1 - — - 3(3 - 

f jjUS^-SO - 2 - - & ~ 3 - Sf , (1RS,3RS,6RS) - 6 - — T-S-i^ 

3 - (2 - — *f J-iLS-f.*- - 1 " - ^ 2^)3^*- 2 - (4 - ^TfU^ - 
%i&.)ft$Lm> 3-(2-^f4ttf4-l-^-^&t)M 2-(6 

- *ff^-^-2--*.)^i&i$K 3 - (2 - — ^-S^-^ 1 ?^ 1 - # 

D - 2 - (4 - - 3 - (2 - — fMifi - 

- 1 - £^) - 2 - (6 - f ^.J. - ^ - 2 - JO^g&giMRR - SS) - 2 

- ^SbfL^-4- JL^f^-^Lif g£ 3-(2-— ^^#.^^^-1-^ 

(RR-SS)-2-^^-4-^|L 1 T-S--^T^- 3- 
(2 - — f ¥ - 1 - - e>^) - ^Ma . (RR - SS) - 4 - a - 2 

- f g£ 3 - (2 - — f ^4fL4^ - 1 - - Jf e,^) - > 
(RR-SS)-2-|^-4- f ^ - ^fg£ 3-(2-— ¥ ^-i^f-^-l - 

(RR-SS)-2-^^-4 - *f - 3- 

(2 - — f J-^^t^ - 1 - - ^ - ^et > (RR - SS) - 2 - 

ft, (RR-SS)-2',4' - — |L-3-^^ - jpi^-4-Htafc3-(2-JL *P4k 
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VL m 1? H6/2751 



Jfc^it, ^^.ik. ( saccharinates ) , &>)±KT&? i $to. 

it. A^-^S^, nortilidine, #J$-;5fL# ?fp^^^ = 

>^'J±^^^2!1^|: (2R,3R)-1- JZ.f^^^-3-(3- ^^^^^)-2 
- ¥ ^ - A - 3 - Sf, (1RS,3RS,6RS) - 6 - ^-H^T*- - 1 - (3 - f 
- - £f d,^ - 1,3 - — gf . (1R,2R) - 3 - (2 - ^ *f J-H^T^ 

^&fo&&^&£_^^%;frft]3&32L J f EP - A - 693475 ^ EP - A - 
780369 t» MMm^m^^\^^^^^^3-iK^^M,^^ 

^i&^'&^^^fc^^L^ ##J^ t 0.05 ~ 80 wt.%, # 

#J>fti&;# 0.05 - 60 wt.%, %-&.lY'ttfrMOLi&% 0.05 ~ 40 wt.%. 

% 7 4£ #. ^ ^ 2L W M M & ft jSfr ^ # Hff |H $g ^ , MmM-*y—1f& 
^^^^-^^^^ (C) , £-#rfU£^, ^tfj^^t-^t^^ 

^>5T^^J*^^-^ 500 N, >tfci&750N,, *b U # j£ ^ — # 

^^(^^^lzl#. I^*^ IM£ft£.f^ ^L^r.^, ^(^f 

teJ*) RVF Brookfield ^-^^if ( 2 2 rpm ) 5 wt.%i^'& 

%L-tm$l&l&J$L% 4500- 17600 cP, m^L^^f ititM 1 J f&&3 
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VL m 1? H7/2751 



■f^/^-it 10 rpm ) & 2 wt.%7^^^J^m^^J &J$L% 400 ~ 4000 cP, A 
ftytiL&gLif ( fejlLfem 2 2 rpm ) , &1 wt.%7|c^l>& 

-h^'J^:^^^^ 1650 - 10000 cP(c.f. Handbook of Pharmaceutical 
Excipients by Raymond C. Rowe % 4 2003, page 460) 

3N*|-T#Jfi VLiki&fr (C) 20 -99.9 wt.%^*^t 
«J§, ##J>tfcx£;#-£^ 35 wt.%, J-^ 50 wt.%„ 

4fe#. VLi&£B.fr (B) #*f£*J, tbd^J^ 0.01-20 wt.%#ir>{iUfl#SS. 

7. — St Xll /*= ,** & ^.Ik 1 * «r+ % j£. 0 ^ Sll y«= -J* ^ lk 1 () ». f % 

#J5'J^i^T^^^f *■ (BHT) J^T^^-S^T St (BHA) ifa a - 

#^i^/fi£jfr'J^<Hf&*:l:, 4Ls&.ft&L&&AbMM 0.01~10wt.%^ 

0.03 - 5 wt.% „ 

Tit^it&'&mitfimgL&AftM-'y soon (>^^75on) 

{VLik%%L%*K>Zs1$) UtfL%-%m%J$L& m$L&J$L3-'y% 500N(4£i£ 

£_y 750N) m&^^&J^*\ft^^ff{&yr&2t4fm 

it. 
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VL m 1? H8/2751 



(D) „ £.>y—^ft%m® ; &.%>%. (B) (a) ~ en : 

(b) M-'Jr— ^teA^teTZM, #>£^#^4&*^^^fc#4£J# 

(c) M.*y— w^xw^i&m.mtf&XftMMffite$iM, 

(d) ^'Jr—n^^-M, 

(e) — #^^^.€-#J6t^#, 

(f) %L>y— 

ilH^ (4fci£#JfcK*I ) iSSi^J , Vti&iJLfr (b) i£/fJi^_LtWM*h (# 

J^*h (##J^i£-fWl*I ) R&ifa/M<*£%-$Lm , IH.^- (e) 

fc—^$ki&7TH^ , *4M^fcW#*JS^T«*^^^^ ****** 

£*Ma^ (a) - (f) , 4£i£3H^ (a) > (b) ?M£i£ (c) (f) 
(e) iL* (a) . (b) (d) #»/* (f) **/* (e) . 

(f) . 
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it it f€ m # ^ # « J ^ *A . 

4fci&£jL^ (a) ^^J^t#itil^/i^'*@^^^^ J-^— (hot) 

4$ i£ -J~ Prof. Dr. Hildebert Wagner 6ff "Pharmazeutische Biologie 
- Drogen und ihre Inhaltsstoffe" , j^-iTfificj^ 2 Gustav Fischer 
Verlag, Stuttgart - New York, 1982, 82 T^F^F^Ll* . 

|JL^ (a) ^AfJWM^^^'l^t. 

# ( xanthorrhizol ) , $MtUft, >ffci&3Mfr#> *MMt4*f£-4& ( tb> N - 
norcapsaicin ^1^— iL^MMk ) > $S4Mfc ( 'ffcil^^ - ) . 
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n m 1? m 10/2751 



0.1 ~ 0.5 wt.%„ 

^i£*£#4&^iL«flt#^:f:^{£ + 6^*^if^ 0.001- 

0.005 wt.%„ 

^( a ) , (d) ~ (f)m&&m, i^.^^— #n^^>^^#it^^^. 

^7 T ^iit^^Jt^^J A^it^L#^^I ^^^^^a^^'J ^ t <ft£iL^ 
(b) , &m%ft&Jfcfr/ik&%n^&jL^&n^&#3-£. 25TCT, 
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n m 1? mn/zm 



jsL ?t m at m -f ii— #^ Ear^,^ i^it.^^^^c m ^ #j ^ ^ at 

**4fttt#:A*f (Avicel® RC 591) . ^n^1k& 

( Blanose®, CMC - Na C300P®, Frimulsion BLC - 5®, Tylose C300 
P®) . ( Carbopol®980 NF, Carbopol® 981) . $J_3t3U^ 

( Cesagum® LA - 200, Cesagum® LID/150, Cesagum® LN - 1 ) „ jM£, 
4ti&%~ |J #W IS: *MU*. ^ ( Cesapectin® HM Medium Rapid Set ) . 
MJfc^^JlLfc&iC *Gel 04201®), $r^g£#J ( Frimulsion ALG( E401 ) 
® ) > J^fc 3-%t ( Frimulsion BM®, Polygum 26/1 - 75® ) . fh ^ 

^Jf£ ( Frimulsion D021® ) „ $)tefaW%L, >£^&L ( Kelcogel F®, Kelcogel 
LT100®) , $-$HtM-%Lm (Meyprogat 150®) „ (Polygum 
43/1®) , ( Protanal - Ester SD - LB® ) , i&WM 

#L4h* teiiJiSL (Vidogum SP 200®) , 2Lft£&3L&JgL 

( K1A96 ) . Ht^faglSL ( xanthans ) ( Hs*»#J&JR. ( Xantural 180® ) ) . 

20 wt.%^±^^ri$.3|*^LJtS^XiS*5*|AJi^^^, ##J4fci& 0.1-15 
wt.% 0 

^^MfcHfr, fait ffrtiLiS.fr (b) #£.^&*J>a##J;f:-$M* ( »P , 
^l§#-/L) i-!>' 5 mg ^ t^f WMB^^^f f „ 

i£T « ##-l&^iL^ # n tf) &J$L)% 3& ^.fr^^iKfr^ m #:jtb 
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n m 1? m 12/2751 



#J , * * it m & # 4& ft) ^ #- » ^ j£ w *J a * « fiL ^ ^ £ i r«i ji ^ 

4«r, ##JA4** JtA***Jifc4(r**«*- 4fc#il4M c 4* *fc*l, 

#J4£i&^ 3 - 100 mg 1# t-f^^l , #-^#*J^i^^ 5-50 mg ^*-f£/fl . 
^(d) , *P * *& T -Mf .£ ^ — *Hfc*sk*J, *ifc/^i£flL^#J»3lJ?4M& 

#■1 Prof. Dr. Hildebert Wagner Pharmazeutische Biologie - Drogen 
und ihre Inhaltsstoffe" , ^iTJfc^ 2 Gustav Fischer Verlag, 

Stuttgart, New York 1982 t#P&. ^-^^^^1^.1^3^^^? I T^^L^ 
^ # # JL iL % & M, T *) ^ # — 4p ^ . 
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n m 1? miz/zm 



lOmg, #^#^#J5'J>tfci&;#:£^ 20mg. 

J.^' 3mg, ##J>fci&;#.£^ 5mg, #»#Hf##J 

M^^tT^^ WO 03/015531, j£ 1 1®M 6V>ff f*l ^^L^^p 

it&tf i^TU^M US -2003/0064099, $r^J®& 

*V>ff ft %J*LU$L%^t%#1^ ft ^#JL£*b*| ^^3C#;$^. 
yLi£i£$:tf]$-lk%%-&te (>fti&^#>*> fete. . 

<#^#^*fc^) ^/A^^r^^it (Bitrex®) . ftMVL&femitL^ 
Jfl # #4feJf &S£^*&#;&6^>t t i*<#>& ^ — >ir 

^ti£#js, ^^^^i^^-^^M^ (c) (d) mt&f&mmftm 

3Lift, ^X#^^£Jie>^#^7£^#;&. ##JA, &Xft%jft 
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n m 1? m\±/2m 



- (C!- 4 ) - m.M^&)ft^&i&fc/Ag-^%L®i, 

2:1 ft ft^M^Z^mfr^ ^ft^&L^ m#]£r^%i ( Eudragit 
NE30D® ) , %-frJ%:fttb% 1:2:0.1 # ^ i§£ St , ffi fa 

JLif &4£r¥&ftt$$L¥ mM«ft%>tf]&%L%l ( Eudragit RS® ) , # 
tbifc 1:2:0.2 f ^ p5 # g£ T S£ *f^4£-f J^^i&if 

mM<fo%>&)&&%l (Eudragit RL® ) &#3->y jLiM=-^4ab # 

^#^^#^-^^^7 30 wt.%^7KJI^|L^^t#L, gp, % Eudragit 
RS30D®. Eudragit NE30D®i^^- Eudragit RL30D®, #JLi£^i^^til# 

27 wt.%!M£S&Z^g^ 2.5 wt.%J£ ^ gl^ 0.3 wt.%-j-^;&^ 

( Kollicoat SR 30 D® ) . 

^^^Ifrfc^U-^mm^n, % 30 wt.%^-&#. (Aquacoat®) 
25 wt.%^-|fc#. (Surelease®) . 
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n m 1? mis/zm 



;fr#.&=L£,Sg) . p5-^> -H-y*St ( tb>, #'J # -fef" vfc JEL 

£,^g&, Myvacet® ( £,gfc4b#-:fc— -fcH<kB&, C 2 3H 4 40 5 $!) C 25 H 4 70 7 ) . 
t >* =- & Bl ( Migly ol® ) „ _£ >y m *t _t i£3f M ffl #J 4& . 

Eudragit RS®# fc&$kfafaiZi& Eudragit RL®^f*?#g&JL Zj 

« 5-50 wt.%¥j3[&%i&&M* ##J4fci&10~ 40 wt.%, #JL# 

io~3o wt.%. ^^tfr^t, ^^n^-^m^n-^^mM 

Tween 80®) . 

¥&*f &&&&&&& ^ *z-— 

^ X #4Mfc ***M*;ML 91 # *J ^ T B* £ ^5£^^T # f «. 

f 91, &d^4MMk£#Hi;fc 1:1-1:2 t# ¥ J~^*£Sli£< 

^-^X^^jE^gl^t-^i^, tb^r Eudragit L®. Eudragit S®, Eudragit 

L30D - 55®, Eudragit FS®„ 
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n m 1? m 16/2751 



&&$L%$k.^i 3 ? e^-fr, H. Sucker, Georg Thieme Verlag, 1991, 

#J>fti& 35-45TC. ^-^^f^^-^^^, ^^^Z^^^f^^, 
>ffciMt 50 ~ 80TC #]>%.J$LT3&4f1-^> ##J>flc,i&,& 55 ~ 65"C ^J^^LT^. 

ft m #3 M M 1 3bff ^ J*£ -5T IS* it i±# #1 

Jfl^4MHMfr4^L^/^##:£.^ 500N, 4Li&M.;)r 750 N <Hr#riL 
(C) ^^i^^^t^M^ (D) ^i£i£^^^;£*h<#3£i& 



22 



200580029236. 7 



n m 1? mn/zm 



&fcifi?r&&&4%i£ l $ ( m&^^nf ; JT&frii ( l> W-fr^JL Kurt H. 
Bauer, K. Lehmann, Hermann P. Osterwald, Roth gang, Gerhart ¥j 

" Coated Pharmaceutical Dosage Forms - Fundamentals, 

Manufacturing Techniques, Biopharmaceutical Aspects, Test Methods 

and Raw Materials" , % 1 1998, Medpharm Scientific Publishers. 

>S.^^>H^J. fci&£M&ty^tf]JL-i-£ l $rfL-t&^% 0.1 ~3 mm, ##J 
0.5-2 mm. #t^i"^r^^ ^^'J M , ^^#4*'^^^ 
(B) B&f'J ^/f i£j*'J 32. 

^iC^^-ib PJIM^^WI. (OROS) tft^iC, 
^ — *ti£— $-&mm£2.& (a) ~ (f) . 

^ (A) . (C) > (DK &i&£.>y— *t#*h6W2!Uf)&L^ (a) ~ 

( f ) frtei&gr'&m&feyiJfc ( B ) ( tb^la, ^Li^^il#^t^>t^^^ ) , 

&^%~k>Z(L'%-grtf)£L£- (a) - (f) ^M*kJ?M& (C) *»&3& (D) 
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5£^"^-t*.#^f#^M^ ( A ) > (C) . (D) , 

df/ia^ (a) ~ (f) frtei&tf}$r'tm#l>'&%}Jfc (B) #^JA)€i^#^t^ 

i£^T is* it # ft ^ # ^ # *£ A ^^fa/iS, * — # iL ^- £ *t M # 

Ji-^r-^-^^it (A) ^&xfc£«#Ji^^£#4*J|&4±4Mt- (B) 
M^(a) ~ (f) ) ^^i^^i^#^^^^^»^^LJ-^--^t^^^ 
^-^Ml^^^ (C) (D) ^^r#3t^4&il^^/5til#JM, 

jL^.J«.^-*«JA^SILdi J.^" 500 N, >ffci&J.!>- 750 N ^^.JL^oL, & 
J fcJ,B»)&'&s£.— fe. y, g| ^M'] t ^ PCT/EP2004/O1 4679 

^rf?$MWll^^ 500N,4fci& 750N ^^^^t>^^^/^^^l 
#J t Tfr PCT/EP2005/004225 t , 1 , ^fJL^jtb 

*»JM&^ (c) (d) (f) >fr^**M^«L , !Btt#]fi+. 

*F 4sl ^ -a *t ^ ^ ^ M — >5T 4f fit *•] * 4& *J * ^ 

:fe^#.te4^BJ#*J^>Mr£&^ (d) (f) , ^F^!Sfr«iit# 

4MMfc' i r>2*j&&tti&^ (d) (f) #*#;t^^&,M#^M^ 
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M it i± 4- <ft & ifclfri&ff ^ . 

fe^ (c) (d) fr/A (f) ^^^^^^-^r^^^^^, nt&vtit 

(c) ^/ii (d) (f) ^t^r^&^JgM,, 

^•^^L^J.^-— ^3t%-HL (X) t» ^JL^ (C) ?fp/^ (d) fa/ A (f) 

M^- (c) . (d) *t (f) ^^^taL^^/^^^^^'&'fn^^^, 
^^J^'J^^J^M^ (MAM^ (C) (D) ) 131ft. 

dtn^#4&^j£ H J<#^&^M^ (c) ^ (d) (f) ^6^J.^ 

W, nf>&&in&&^u&&^tnft&*%*n3k%-7t (Y) t. 

^^ftf, #T^#JL^ (c) (d) ^ (f) &&Tft—^&$'SL (Y) 

^^:i«Ti^^^iS-#-7t an ) (x) fa&^-sL an ) (Y) ^fjL^^f 

Z&fr (a) (b) (e) , A^&^tftm t^^^Ti^— # 

^.^^ (O fa&frMfa/&1£"±Mfa/£<i&& (e) (f) jMft 

,trj >i ^ „ 

#**###bJf ^&L^ (c) (d) (f) ^fcSHN^MMM^ 

J?iL^^J^^iE.#.7C. (X) (Y) — ^^^i", MS£*&&m 

Bt, IJL^ (c) (d) (f) >M^^^JtO0 ftm#;&^/JL£. 
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n m 1? H20/2731 



frft&fr (c) (d) (f) #^t^,%^-^^i*i^^-'&'fn^#:,e 

^ (c) , (d) jfWi& (f) ^^»^t»^AiE.^-7t^^^J^^^J^^^i^:^ 

^'J^#M^ (c) (e) (d) (f) &&&$l$-tL (Y) 

**###Mfr, ifi7JL*^ia^ (c) (e) (f) (d) 

(tamper) ^ i£^ft^f$ , ##J Ait it Jfg^/iS, f Mt^Y^^ ft , 

&ft^??&S&mft&n&ff^fc/&&faft^&ftfl> ^-^^^ (c) 

(d) (f) tn&#]tfm.m#¥]%*Y?H%Lftmi&&, 



fete^MLW^&X (c) , (d) (e) iitff 7£ 

— ^r^_hi^#^t^L^ (c) (d) #-$"fls ^r^#^t^>t# 

( a ) ( b ) mffl&fate^MLW #]*m t > ^-##>&&fa3£$-sL ( X ) 

^ (Y) t, #JL^^i^-¥->G (X) >fa (Y) ^BXt^^^^i^#-iG ( Y' ) 

^MM^^^ft^i&^^t , (X) (Y) 

(X) ^JE^TG ( Y) iMM9R*)^iC. ( sp, 
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n m 1? %2 i/275i 



^4*) , A^^^^itii^L^il##J2.#-iG (X) (Y) t^^di^o 
MUM^^t^OJ-Smm, ^.ii^ 0.5 ~ 2 mm. 

3^vxfc^^5m%L : fy^tfi$-%-7L (X) (Y) &ig>J!sL|t^il 

#J, ^-t^-Mttfr^t > *X^®-%-tL (X) ( Y) 

temi&yitf]£m&&%-7L (x) (y> i£^^^^iti±4ie,t;^t 

(Y) ^xfr^;tfLJ*..£,&jMrjL. 

Vti&&M:tfj$L%-jL (X) (Y) >MM£4^L B >fl#£'J 

ygrJ^^^JE.-^ (X) 7fp — y^J^^i^/G (Y) , M. 

^7, &-TVL&M:Mfr (X) - (Y) (X) - (Y) - (X) 4L*h 

(b) 

itJE^/c. (x) &m&j&tfifflM, &^m,MM; (z) -sr^^^-f ^-it>& 

2L*R0T$;¥j&Lj&LMl&4-/b (X) ^ (Y) ^^i^#^L6^ |% (Z) * 

/3fi£K«iS&,& (Z) ^-f ^f5J»35iE.^-/o (X) J? (Y) „ 

-^/g (x) ^ (Y) vxyk&&.ft&tfiTm%M: (z) , 
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i&JL-^TG (X) ^^.^^P^lj ^^^»^^^i^#^t^I^^>gr (Z) tft^f: 

i&^-gp^il &&&^U7fc%£.>y-~M:®rjh48.& (c) #*/& (e) #*/iL 

(d) (f) fJL&M (Z') . tfW-B-^^ (Z') 

^i£-^7L (X) #» ( Y) >g;^^LJ.^— ^%^\n^H^i^^)M: (p) , 

i£4f-i& (Z) , £/?fri£jW3!*> &Jfci£;?L (X) #* (Y) . 
%lf-i&')±tf]&$L (E) , P/ftiL&jL (E) ^^i^it#^t^, ^i&f^ 

iSM, >Ca-A^^Ji^^it:i±^>i#^>t^^ (c) #*/ai ( d ) #»/ 

(f) , Wtf^ (E) ^EiEi^TG (X) E^fi&^-i-^— ^# 

it: (OROS) , ^^^it^Jk^^-^n^-^^^^i, JC 

g-gL^JfT US 4,612,008. US 4,765,989 #* US 4,783,337 *f „ ^t*h£ # 
M #1 £ ft ft ft JL&frtil (WO 03/015531 ) . 

#^&L^ (c) #r/^ (d) #»/* (f) tfjm&M: (Z») . 

ic (X) (Y) %>&&.&&¥iTikM& (Z) #»/45,0M£,g- (z») <#4£ 

##4feJf* (a) (b) #*/■£ (e) i^JL^ (c) #» 

(d) #*/<& (f) |^Bt^#^.)±^^#^ 24 *Bt. 

o 
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n m 1? H23/2731 



**3U&^ (c) (d) (f) ALfete^2LWtf)MMtfj&%-7L 

^^jSL^T^^il>Et^PJ.^^r (Z') ^E5rjhM^ (c) ( d ) frl 

(c) (d) AL3SLJ$-tL (Y) t^^t^#^t* : ^-t#fJ#^o 

#^3&ii) ^Ttfr4fcJt: ;&^sf^. iMJsi^£fM> 1SIMi> 

<#*IM& 20:80 ( Tjf§ Polifeprosan 20®) ) . 

^£f^> ^f^sau ztm^m. (¥ 
>ft,^^. iw^—f sib£> ^lZj^^-. %LZj*$m. i^&^st. 

&Mi£$:¥i%}Jfc^u&ft ¥ ^ztmik* 

m, %tftt$$L%-ftm. $L&t$$LfrTm. $tftt$&Li-^)&m. 

( WO98/20073 ) > fl^^ga SfcJIfc- ( DE 19 753 534 Al, DE 19 800 698 
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n m 1? ^24/2751 



Al, EP 0 820 698 Al) > m*k*' : %-&%L&ifc%l ( DE 19822979 ) , 
.*^^g&Bt(##JASU£ST8£g^ SU^&SfcS&K (DE4 309 

528) . ^StS^^-^^St ( EP 0 980 894 Al ) . £r*fM ¥)ijLty&t&5) 

Sft.BS*f^.*b* -^^-fcH&St. iL4b£jfc>** #*g^£/!m-feh;&9&> 

^)&mm$L^^%M : Mm&, mXft&iMfc/A&X (c) 

%TfrMMti£^®Ai£^&&^UftyF%L& (C) (D) , 

^^^^^^^fii^^^i^^^^^^^^^T, 150 N ¥]ftm 

DSC g^^^T^f^J^L. if'J^^mJiii^r^^^^^ 
*J, ^'J^^T^r^^^-i , #4&^^f^" European Pharmacopoeia 1997, 
^ 143,144 ^, 2.9.8 t *J *rfliS/t.6* >5T * Xt *r ft 

*&%J$t%T*k1L. "ZwickZ2.5" #^7^^^, Fmax = 

2.5 kN, l£#]:iL;Mi 1150 mm, ^^^<J ( spindle ) , fa) 

( clearance behind )100 mm, $'J -^.i&ylft 0.1 ~ 800 mm/min, testControl 
#.*K *Jfl*^T^>^A.*l*^^.*t ( JL^ 10 mm) #)&j]ft$L. 

Fmax. 1 kN, jl^:=8mm,^^ 0.5 ~ 10N, % 1H2NI ISO 7500 
- 1 , -f&^ f'Jil ifi T^Zkifcty $ M to DIN 55350 - 18, Zwick gross force 
Fmax = 1.45 kN ) i&4f #<j5t ( ^r^"^^^# ll -f Zwick GmbH & Co. 
KG, Ulm, Germany) , «^^|^^f j& BTC-FR 2.5 TH. D09, 
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n m 1? ^25/2751 



Xft&grtfjMftfft BTC - LC 0050N. P01, BO 
70000 S06 o 

MWtfjtiM (4) tM^^LM. (6) . ftitntfj, 2 4p4*£flHjL2 

^ a >t *i <tf #j ^ ^t^,^ o 

T » * * 4* *J"4^ 0 ^ JSf# . i£ * j&£*N*#^i& it £ # 
3r^abft^£<ft, #^^xt^jSSL^— &fe&ttl l M4.. 



2. #4<M^4t % *iti&*Hfc4Mt" ^^JS^JktpJMf^-jfr ( Metholose 
90 SH 100 000) i&4fS&&. ,M"&l5 + > -L^t^^iL^^ 
10 mm iHrTJt>*MBL&i#>£.>t i*^^^- 90X: . 5&i±Jii£^&6^JM- 



1 
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n m 1? H26/2731 











80.0 mg 


40.0 g 


^L^xJVG Cj >fp , Nr, MW 7 UOO 000 

(Polyox WSR 303, Dow Chemicals) 


470.0 mg 


235.0 g 


100 000 mPa s (Metholose 90 
SH 100 000) 


50.0 mg 


25.0 g 




600.0 mg 


300.0 g 



&$c^^Q ( sinker ) ifi $i $L & ^ , European 

Pharmacopoeia t #T^£i# ^Sk, $L&L^$ M >^fa%> a ) ^^6^>t#Jt 

^75 min" 1 . fi/yjZ m # # M , pH 6.8. ^^ftf ^ t » 

t. 
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n m 1? H27/2731 



JL2 





wt.% 


30 


11 


240 


40 


480 


61 


720 


76 


1080 


92 


1440 


97 
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i# m =& m 



1/151 
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200580029236.7 R*!!?*^ (fic]&&gj®19& HlK 

1> — ^EfraUfJ PJIMflS, JMti^EI — *i^*$.fe*]*|/t#4Mfc# 

#*£3£#JiT#-^#^^^, M.!y--1f&&A#^j£%L&%> (C) , 

j.^ — #^.s#Ji TSMfctf^Mm^jf ( B ) , jM^ifc^—^NK D ) , 
fc^W^ZzfrUn) (C)iL* (D)^St^*rfL35>!lJ.^i& 500 N, 

?fp|JL^ (C) ?M£i£ (D) tt«:#^*J^4L3lLtfj J.^- 500 N ^*tfl«^t 

^tj^^^ £.^>b*m&, 

j.^— #i&t)^T#S£##4&>t: (2R,3R)- 1 -^f 3 - (3 - 

¥*UM£4k) - 2 - T ^ - & - 3 - gf- > (1RS,3RS,6RS) - 6 - ^-i^ 
*?£.-l-(3- ¥ $UMMk)-Sf e**t-l,3-— «|, (1R,2R) - 3 - (2 - ^ 

2M1B£S&* J^(f *Jr 
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4^4fcZ.*^#^3H^*r (C) 

9. #.^*L^J*^ 1-8 ffS#J&&%l 
Z*$t (C) 

IK *Mfc#U'JJMM0##J3!, *#4£^-f, ^/T^fL^^^ (C) 
^^*J-^^1^^*. 

12. *M&^*'JJ^10<##'J^, /^i£3UMfc£**ifr (C) 
^^^*^7 1-15-g"^. 

13. 1~12 ^^^'J^!, ##*Mfc-JS J.^— # 

14. *Mfc#U«J:*-#. 13 #*]^, -f, (D) #e,^ 

15. *M&£U'JJ^ 1~14 35i##>JM, &&fe&^-ff\'&%L&%J 
&fr (C) WfWJf ^.Iff, IS* J-^ 20 wt.% ^^HjUfl, >f£i& 
01 35 ~ 99.9 wt.%^J:^^ , ##J>ffci&^J-^ 50 wt.%^*4sU3 , #^ 

# #j -tfc i& vx y 60 wt.% ¥j -t &m . 

16. #4&*U'J^-£ 1~15 te— ^#£'JM, -&4MiME.iS PffULftfe 

17. #4MM4-IMti6*$#JS, g-ftfe&Tm&l&fr (C) ^/iLla 

^ (D) j£sMNUM££&^. 

18. *WlM*#I** 1~17 4£— 356^<J^, £-4NMt.-f » — # 
4t^«hi^>t (B) Jt^:&iOMtJ^###K 

19. 1-18 £-#4MtiS 

20. ##^^'J^^ 1-19 $?*kfe&-^r, 'ZQ^M. 

')r —ftft % & Zb ft (B) tfjv*T&— frtiriStm2B.fr (a) ~ (f) : 
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(c) J.^r— #-T^2£^^^'li^^#^J, 

(d) ijJr—^MMMM, 

(e) J.^ — *Mt;Hr,5i&#]**lM1-, 

(f) %->y— 

22. #-4&£U'J^i£ 20 i^^U 1 ]^^- 21 #r 
'y—^i^ti^T^^^m^l: ^ . Asari^-^W^ 

( ) . ( ) > **** 

24. *Mfc*Jl#J^jfc 22 1&#*U'J^^ 23 -£#4ME.-f , #T 

25. ;fM&£U'J 22 ~ 24 ^#£'JM, /3fi£#.4fr 
-f^©*; -MMh *fr 2t 3$ £ *f ^ te-f £ *fr ; i*. 

26. #.#^^^20-25^—^6^^^, ^#^E^ti", #fi£JjL^- 

(b) A^^— #Ttt*ML»#$£#]: H wt.%^f^^f^^r 

(Avicel® RC 591) . #t *f & #f 4ft (Blanose®, 
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CMC - Na C300P®, Frimulsion BLC - 5®, Tylose C300 P® ) . |£p% 
*^gl ( Carbopol® 980 NF, Carbopol® 981 ) . _Sl£;^M^ ( Cesagum® 
LA -200, Cesagum® LID/150, Cesagum® LN - 1 ) . tt^l&zMMS.:*" 
3^3U£ ( Cesapectin® HM Medium Rapid Set ) . fctflW-B.^SMfr ( C 
* Gel 04201®) . #§:&i#L4h ( Frimulsion ALG ( E401 ) ®) , J^fr3-%t 

( Frimulsion BM®, Polygum 26/1 - 75® K4Mfc'J* M Frimulsion 
D021®) , &)fefaH%L> >£&%L (Kelcogel F®, Kelcogel LT100® ) . 
-f $l^T Sfc3M* ( Meyprogat 150® ) . ( Polygum 43/1® ) . ft 

#— Bf^^-&g£3k ( Protanal - Ester SD - LB® ) . ^^.^JK.. 5£tyJft 
8&#J, te-^JK. (Vidogum SP 200®) , 

(K1A96) frltJ&RSL (Xantural 180® ) . 

27. #4&^*J^^20~26 4t— ^#*J35!, £-#JfMt-f» #ri££flL^ 
(C) — #4*##*MM£*L*J. 

28. *L**t*J**- 20- 27^—^1^*1*, £-*HMt1S /^*tU&^ 

(d) ^nt*jj6.-fitt#. (*MM#) ^MFiHr— ^^#£#£L^ -ffcd&Jk-J- 

29. #.^^^#-20-28^— ^6^*J^, /3fi£&L^ 

30. ^L^^J^ijt 20 - 29 >&— 3S#*J®, m&i&fr 
(f) # J.^— KlTtt^*: ^^>&, 

^ ¥ sfcit ;aut- J. ^ m^Zs-frtfj . 

31. ##^L^J^-^20~30^— ^6^*J^, "f. m&ft'& 

(A) JM-R^- (c) (d) #*/i& (f) ££jS)_h^$, 4fci&>£>r 

+ (fl] ) (A) ^^L-f J.^— 5rtiE#./G (X) 

^MiL^ (c) ^/^ (d) ^fa/iS, (f) ^-^l^J.^— *t*E.-¥-7L (Y) +, # 
JL^^rii*J^»*titJ«^J§Ht, &4-7t (Y) t^rliL^ (c) jfa/iL (d) 
**/3L (f) ^^L^I*jil^i£it^^T7qiL#^'fn^#^. 

32. — ^£>*4MM*.#I*£ 1-31 *£— ^#*]^<Hr3T&r, 

(1) #^BL^ (A) . (C) , (B) jH£i£ (D) «;8U2:i£tfr 
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(f) Jt-$kJ?fa^tfj%Lfr (C) (D) >&^, 

(2) #r##>&^4fc (in) , i&it&faVfmfiifa 

35. — ^^/^M&^U'J*^ 1-31 ^— ^^#j^^r^-^, 

(C) . (B) (D) fctei&&&^$L^Jfc&&SltoMZLtei& 

^-£t#£L^ (a) ~ (f) AM 

(3) &fc>$k^^!yZSLfr (C) ^^L^^-^^^^^fHj, #^M^J 
&M,Mr^- ftm*T, jL^^^^J^^miH^-^ 500N ^^f^^^^jL, 
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